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RESPONSE TO AMENDMENT 

The amendments to the claims filed on 5-12-04 and 12-27-04 have been entered 
into the record. The amendment to the specification filed on 7-12-04 has been entered 
into the record. The responses filed 5-12-04, 7-12-04 and 12-27-04 have been entered 
into the record. Claims 1-19 and 26 have been cancelled. Claims 20-25, and 27-60 are 
pending. 

The text of Title 35 of the U.S. Code not reiterated herein can be found in the 
previous office action. 

Election/Restrictions 

Upon reconsideration of the lack of unity, and the fact that the individual SEQ ID 
NOS: 1 and 2 were examined in the first office action on the merits, Groups I -III are 
hereby rejoined. The lack of unity with respect to the corresponding method claims and 
primer pairs is maintained in view that these lack unity of invention in light of the art 
maintained. The traversal is on the ground(s) that the cited reference no longer 
anticipates claim 20 and as such, the claims now have unity of invention. This is not found 
persuasive because the deletion of "insertion" does not remove the art because "mutation" 
or "substitution" as it is still recited in the claims, broadly encompasses substitutions, 
insertions and deletions. Substitutions base X could be X for X+l, 2, 3... resulting in a 
substitution of a single base for multiple replacements or substitution of bases XYZ could 
be substituted with XZ resulting in the loss of a single or multiple bases and the 
"consisting of language" does not limit the claims to shorter fragments because a nucleic 
acid that is larger can also specifically detect and hybridize. Therefore, claims 20-25, 
27-30 are under examination. Claims 31-60 are withdrawn to inventions that lack unity of 
invention for reasons made of record. 

The requirement is still deemed proper and is therefore made FINAL. 
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Rejections Withdrawn 
The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 

Rejections Maintained 

Claims 20 and 21 stand rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention is maintained for reasons made of record for claim 1. 

The amendment to the claims does not moot the rejection. As previously made of 
record, Vas-Cath Inc. v. Mahurkar, 19 USPQ2d 1111, 1117, makes clear that "applicant must 
convey with reasonable clarity to those skilled in the art that, as of the filing date Sought, 
he or she was in possession of the claimed invention" . "The invention is, for purposes of the 
'written description* inquiry, whatever is now claimed [emphasis added]". Therefore, 
Applicants' arguments are not persuasive. SEQ ID NO: 1 and 2 fragments of the p0157 
plasmid of the prior art. No written description is provided in the specification for any 
other species of nucleic acids that are derived therefrom by mutation, deletion and/or 
substitution with the claimed function of specifically detecting enterohemorrhagic E. coli. 
The disclosure of a these discrete sequences (which the claims are not limited toward) 
does not reasonably constitute the claimed genus of nucleic hybridizing nucleic acids that 
are mutated, deleted or substituted in one or more bases. Analogous to the situation 
decided in Fiers v. Revel, 25 USPQ2d 1601, 1606 (Fed. Cir. 1993), "an adequate written 
description of a DNA [product] requires more than a mere statement that it is part of the 
invention and reference to a potential method for isolating it; what is required is a 
description of the DNA itself". Fiddes v. Baird, 30 USPQ2d 1481, 1483 (1993) held that 
claims directed to mammalian FGFs were found unpatentable due to lack of written 



Application/Control Number: 09/674,277 
Art Unit: 1645 



Page 4 



description for the broad class, in which the specification had provided an adequate 
description of only the bovine sequence. Accordingly, the court held in Univ. California v. 
Eli Lilly and Co., 43 USPQ2d 1398 (Fed. Cir. 1997) that: "One skilled in the art therefore 
cannot, as one can do with a fully described genus, visualize or recognize the identity of 
the members of the genus. A definition by function, as we have previously indicated, does 
not suffice to define the genus because it is only an indication of what the gene does, 
rather than what it is" and that: "A description of a genus of cDNAs [products] may be 
achieved by means of a recitation of a representative number of cDNAs [products], 
defined by nucleotide Sequence, failing in the scope of the genus or of a recitation of 
structural features common to the members of the genus, which features constitute a 
substantial portion of the genus [emphasis added]. This is analogous to enablement of a 
genus under 112, [first paragraph], by showing the enablement of a representative number 
of species within the genus. See Angstadt, 537 F.2d at 502-03, 190 USPQ at 218". The 
specification does not teach any subsequence of either SEQ ID NO:l or 2, that was 
derived by mutation, deletion and/or substitution of one or more bases. There is no 
written description for any sequences derived, much less those that would hybridize. 

The rejection is maintained over the claimed sequences as "derived from SEQ ID 
NO:l or 2 by mutation, deletion and/or substitution of one or more bases". 

Claims 20, 21 and dependent claims 22-25 stand rejected under 35 U.S.C. 112, 
second paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention is maintained for 
reasons made of record for the previous claims. 

Applicants' arguments have been carefully considered. Applicants argue that 
representative examples of such high stringency conditions are recited in the 
specif icaiton. This is not persuasive, exemplification is not a definition of specific 
conditions and limitations as recited in the specification are not read into the claims. 
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Further, the conditions relied upon at page 7, lines 19-30 are admittedly specifically 
related to the specific chemical structure of the hybridizing nucleic acid, the structure of 
which is not defined in the claims. The rejection is therefore maintained. 

Claims 20, 21, 22 and 24 stand rejected under 35 U.S.C. 102(b) as being clearly 
anticipated by Brunder et al (Microbiology, 146:3305-3315, 1996) for reosons made of 
record in the Office Action Mailed 12-13-03. 

Applicants' arguments have been carefully considered but are not persuasive. 
Applicants argue that the inventors have demonstrated that E coliQlbl J is 
characterized by the stable integration of a portion of the 1591 sequence into the katP 
gene. According the stable combination of a portion of 1591 with a portion of katPis a 
specific marker for E c<?//0157:H7 strains. This is not persuasive, the claims are not so 
limited because "a portion" is a single "nucleotide" and the claims specifically encompass 
mutation, deletion or substitution of one or more bases or different ones and that the 
sequence of the prior art does not detect other EHEC's as set forth in the claims. The 
specific junction relied upon as set forth in the Figure is not defined in claim 21 and 
neither is the "portion" of sequence of 1591 or "portion" of gene sequence of katP. 
Additionally, the "substitution could represent the substitution of "X" for "X + 12 or more 
additional bases". Further, plasmid pSmlO or p5M9 comprises the Sma-1 fragment of 
p0157 and contains more than 1 Kb upstream of the beginning of kat P (see page 3307, 
Figure 1) as derived from of would specifically hybridize to SEQ ID NO:l, because as with 
SEQ ID NO:l is derived from the 0157 enterohemorrhagic plasmid of the prior art. 
Further, the Sma-1 fragment inherently has the claimed nucleotide residues of claim 22. 
It is also noted that the first Hindlll fragment of the Sma-1 fragment of pSmlO or 
p5mK9 as disclosed by Brunder et al would also inherently hybridize under the high 
stringency conditions and would be specific for the Sequence that they were derived from. 
The specifically claimed nucleotide sequence is inherent to the plasmids. The art is applied 
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against the nucleic acids of claims 24 and 25 because the claims are confusing as 
dependent from claims 20 and 21 respectively for reasons set forth in the second 
paragraph rejection above. 

Claims 20, 21, 22, 24 and 25 are rejected under 35 U.S.C. 102(b) as being clearly 
anticipated by Makino et al , (DNA Research, 5(1): 1-9, Feb 28, 1998) in light of GenEMBL 
Accession Number AB011549. 

Makino et al teach the isolation of and complete nucleotide sequences of 93 kb and 
3.3 kb plasmids of an enterohemorrhagic Escherichia «>// 0157:H7 derived from Sakai 
outbreak. Makino et al teach extraction of DNA from the bacterium and isolation of the 
p0157 plasmid and subsequent sequencing of the plasmid, see page 2, Materials and 
Methods. Makino et al teach that p0157 is represented by EMBL Accession Number 
AB011549 (page 2, column 2, second full paragraph). The isolated plasmid inherently 
characterized by the stable integration of a portion of the IS91 sequence into the katP 
gene and inherently hybridizes under the asserted conditions because it is 99.2% identical 
as compared to SEQ ID NO:l (see attached alignment). As previously set forth, the 
language of mutation, deletion and/or substitution of one or more bases specifically 
includes the differences between SEQ ID NO:l and the plasmid of the art. The deletion 
of "insertion" does not remove the art because "mutation" or "substitution" as it is still 
recited in the claims, broadly encompasses substitutions, insertions and deletions. 
Mutations include deletions and substitutions base X could be X for X+l, 2, 3 nts... 
resulting in a substitution of a single base for multiple replacements or substitution of 
bases XYZ could be substituted with XZ resulting in the loss or addition of a single or 
multiple bases and the "consisting of language" does not limit the claims to shorter 
fragments because a nucleic acid that is larger can also specifically detect and hybridize 
The isolated plasmid inherently hybridizes under stringent conditions because it comprises 
a sequence that is 98.7% identical as compared to SEQ ID NO: 2 as evidenced by SenEMBL 
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Accession Number AB011549 (see attached alignment). Applicants argue that the 
sequence was not available prior to the priority date of this application. This is not 
persuasive, the filing date of the instant specificaiton in the US is the instant filing date 
and the filing date of the international application is 4-27-1999. Applicants the priority 
document of 99/05329 filed 4-28-98 is in a foreign language and such the priority is not 
perfected. Even if the foreign priority is perfected, the paper was available as of 
February 29, 1998 and fully enabled as of this date. The nucleic acid sequence is inherent 
to the isolated plasmid. Claimed residues 400-407 of SEQ ID NO:l, SEQ ID NOS: 10-13, 
18-20, 21-23 and 25 are inherently contained in the hybridizing plasmid of the prior art 
(see attached alignments for SEQ ID NOS:l and 2). 

New Rejections Based on Amendment 
The amendment filed 7-12-04 is objected to under 35 U.S.C. 132(a) because it 
introduces new matter into the disclosure. 35 U.S.C. 132(a) states that no amendment 
shall introduce new matter into the disclosure of the invention. The added material which 
is not supported by the original disclosure is as follows: Applicants indicate a correction 
to the specification based on a foreign patent document of French origin. It is noted 
where a foreign priority document under 35 U.S.C. 119 is of record in the U.S. application 
file, applicant may not rely on the disclosure of that document to support correction of an 
error in the pending U.S. application. Ex parte Bondiou, 132 USPQ 356 (Bd. App. 1961). 
This prohibition applies regardless of the language of the foreign priority documents 
because a claim for priority is simply a claim for the benefit of an earlier filing date for 
subject matter that is common to two or more applications, and does not serve to 
incorporate the content of the priority document in the application in which the claim for 
priority is made. This prohibition does not apply where the U.S. application explicitly 
incorporates the foreign priority document by reference. Applicants have not provided 
for a specific incorporation by references in the originally filed transmittal documents or 
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in the first line of the specification. As such, reliance on an incorporation by reference to 
correct the error is impermissible in this situation. Where a U.S. application as originally 
filed was in a non-English language and an English translation thereof was subsequently 
submitted pursuant to 37 CFR 1.52(d), if there is an error in the English translation, 
applicant may rely on the disclosure of the originally filed non-English language U.S. 
application to support correction of an error in the English translation document. In this 
case the originally filed document was not filed in a non-English language. Applicants are 
directed to MPEP section 2163.07 for correcting "obvious errors" not based on the 
priority documents. 

Claims 20-25 are rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter which was 
not described in the specification in such a way as to reasonably convey to one skilled in 
the relevant art that the inventor(s), at the time the application was filed, had possession 
of the claimed invention. The is a new matter rejection. 

The claims now require the nucleic acid to "specifically detect" enterohemorrhagic 
E coli wherein it is a fragment or derived from SEQ ID NO:l that specifically detects 
enterohemorrhagic E co/i(EHECs) wherein the fragment or derived sequence contains a 
nucleotide sequence of SEQ ID NO:l resulting from a stable combination of at least a 
portion of insertion sequence IS91 and at least a portion of gene sequence KatP. It is 
noted that the specification teaches that this portion 400-407 is specific to 0157:H7and 
does not detect other EHEC's (see page 5, lines 12-20) as it relates to claims 21, 22, 24 
(SEQ ID NOS:12, 13, 18, 19 and 20). As such, the use of this junction that is specifically 
described in the specification as unique to 0157:H7, as an attribute of ECECs in general is 
considered new matter because the specification specifically teaches that it is not a genus 
marker. 



Application/Control Number: 09/674,277 
Art Unit: 1645 



Page 9 



Claims 20-25 and 27-30 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

With respect to claims 20-25, the claims now recite that the isolated nucleic acid 
"specif ically detect" enterohemorrhagic Escherichia cot V (EHECs). In the absence of any 
definition in the specification, this phrase has been interpreted for this rejection as 
exclusive detection of the target (i.e. EHECs) to rule out detection of all others. The 
specification fails to disclose any individual/single isolated nucleic acid that specifically 
detects EHECs and some of the recited isolated nucleic acids are present in other 
genomes that are not EHECs and an isolated nucleic acid consisting of SEQ ID NOS:10-13, 
18-27 per Se are of apparently insufficient length to form a stable hybrid under conditions 
such that they could detect only EHECs using single nucleic acid detection method such as 
hybridization. The specification is devoid of written description of specificity analysis 
with single nucleic acid probes for any of the particularly claimed nucleic acids. For 
example, with respect to specificity of detection using a single nucleic acid, residues 400- 
407 of SEQ ID NO:l are present in fungi (see attached alignment) ; SEQ ID NO: 19 is 
present in Pseudomonas syringeae DNA for IS801 insertion sequence (see attached 
alignment) and SEQ ID NO:18 is present in Salmonella paratyphi A (see attached 
alignment) and porcine liver factor XII (see attached alignment) and therefore these 
nucleic acids are not specific as claimed and one would have reason to doubt the asserted 
truth that the others as specifically claimed are able to "specifically detect" detect 
EHECs as claimed. In the absence of further guidance from Applicants as to which single 
nucleic acids "specifically detect EHECs" as compared to other microorganism under which 
hybridization or other conditions. The primer pairs do not support the specific detection 
using a single nucleic acid. Primer pairs amplify a fragment that is specific and they 
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themselves do not necessarily have to be exclusive. Therefore, the use of a specific 
primer pair to amplify a nucleic acid to generate a third nucleic acid sequence that has 
been identified as specific to 0157 is specifically distinguished from that which is claimed 
herein. 

With respect to claims 27-30, Applicant's referral to the deposit of the clones 
pDF3 and pDF4 on page 5 of the specification is an insufficient assurance that all 
required deposits have been made and all the conditions of 37 CFR §1.801-1.809 have been 
met. If the deposit has been made under the provisions of the Budapest Treaty, filing of 
an affidavit or declaration by applicant or assignees or a statement by an attorney of 
record who has authority and control over the conditions of deposit over his or her 
signature and registration number stating that the deposit has been accepted by an 
International Depository Authority under the provisions of the Budapest Treaty, that all 
restrictions upon public access to the deposit will be irrevocably removed upon the grant 
of a patent on this application and that the deposit will be replaced if viable samples 
cannot be dispensed by the depository is required. This requirement is necessary when 
deposits are made under the provisions of the Budapest Treaty as the Treaty leaves this 
specific matter to the discretion of each State. Amendment of the specification to recite 
the date of deposit and the complete name and full street address of the depository is 
required. If the deposits have not been made under the provisions of the Budapest 
Treaty, then in order to certify that the deposits comply with the criteria set forth in 37 
CFR §1.801-1.809, assurances regarding availability and permanency of deposits are 
required. Applicant's attention is directed to In re Lundack , 773 F.2d. 1216, 227 USPQ 
90 (CAFC 1985) and 37 CFR §1.801-1.809 for further information concerning deposit 
practice. 
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Claims 20, 21 and dependent claims 22-25 stand rejected under 35 U.S.C. 112, 
second paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention. 

The claims now recite that the isolated nucleic acid "specifically detects" however, 
specificity is not defined in the specification nor is it defined as exclusive binding and 
therefore the metes and bounds of the claims can not be ascertained. 

As to claims 22-25, the claims recite "the nucleic acid according to claim X" and it 
is not clear if the claims are intended to reference the "fragment" or "derived sequence". 
As such, it is not clear what alternative is specifically being limited in the dependent 
claims and therefore the dependent claims do not have proper antecedent basis or are 
properly dependent from independent claims 20 or 21. 

As to claim 24, SEQ ID NO5:10 and 11, these sequences do not apparently have "at 
least a portion of IS91 and at least a portion of gene sequence katP, which appears to 
bridge residues 406-407 of SEQ ID NO:l (see Figure 1). This issue is best resolved by 
Applicants pointing to the corresponding residues of each of these sequences that 
correspond to "the claimed "at least a portion of insertion sequence IS91" and "at least a 
portion of gene sequence katP". 

Claims 20-25 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Makino et al , (DNA Research, 5(l):l-9, Feb 28, 1998) in view of Schmidt et al, 
Microbiology 142(4):907-914, 1996 and Kennell et al 1971( "Principles and properties of 
nucleic acid hybridization", Progr. Nucl. Acid Res. Mol. Biol. 11: 259-301) in light of 
GenEMBL Accession Number AB011549 . 

Makino et al is set forth supra Makino et al differs by not teaching fragments of 
SEQ ID NO:l or SEQ ID NO: 2. Kennel et al teach the location of the open reading 
frames in the sequenced p0157 plasmid, including the hly operon. Makino et al identifies 
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the open reading frames of the junction of 1591/katP by nucleotide number and another 
open reading frame 82 corresponding to residues 87658-88761. 

Schmidt et al teach that circular restriction fragment map of wild-type plasmid 
p0517 and location of the EHEC-hly operon (see page 910, Figure 2 and Table 1). 

Kennell et al teach that nucleic acid sequences having a minimum size for stable 
complex formation is from 10-20 nucleotides depending upon the 6+C content (see 
paragraph bridging pages 260-261). 

It would have been prima facie obvious one of ordinary skill in the art at the 
time that the invention was made to use any restriction fragment of the p0157 plasmid of 
Schmidt et al of at least 10-20 nucleotides in length as a probe or primer to detect the 
p0157 of Makino et al or open reading fragment thereof because Makino et al teach that 
E a?//0157:H7 is a pathogen that causes bloody diarrhea and hemorrhagic colitis and 
Kennel et al teach that the nucleic acids would form stable hybrids. To restate, any 
fragment of the p0157 plasmid from E coliOlblMl having at least 10-20 nucleotides in 
length is prima facie obvious as a probe/primer for detecting the sequence of origin from 
enterohemorrhagic E <:<?//0157:H7. The restriction fragment(s) would specifically detect 
the sequence from which it was derived. The art is applied against the nucleic acids of 
claims 24 and 25 because the claims are confusing as dependent from claims 20 and 21 
respectively for reasons set forth in the second paragraph rejection above. 

Status of Claims 

All claims stand rejected. 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL See AAPEP 
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§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of the 
advisory action. In no event, however, will the statutory period for reply expire later than 
SIX MONTHS from the date of this final action. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866- 
217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Patricia A. Duffy whose telephone number is 571-272- 
0855. The examiner can generally be reached on M-Th 6:30 am - 6:00 pm. If attempts to 
reach the examiner by telephone are unsuccessful, the examiner's supervisor, Lynette 
Smith can be reached on 571-272-0864. 

The fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 





Patricia A. 
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